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Use of griseofulvin for inhibiting the 
groifth of cancers 



TECHNtCAI. FTT^n 
Thi, invtation is a phamuceutical compo«Uon that u usdU for a« t«ume« of canetn 
nm»a paniculaHy in hun»„ and w.™ blood«l animal,. TV ccmposiUon conuins 
gmeofiUvin. ^ can be u«d in «n*iM«ion wiU, oU« chenKHl«„pe»Uc agenu 

BACKCROip m OP TTTg TffVPNTIOW 
Cancen. including lojcenua. are the leading cause of <le«h in anim^ 

«po«« to cardnogens and the inddence of certain type, of leukemia and 
by a number of researched 

Many typa of chemotheia|«uiic agents have been shown to be effective against 
tumor, «ul leukemia, but no, all type, of CMcer and tumor cell. «pond to these agents 
Unfonunately.m^v of these agenu .to destroy nonnalcelh. TT.e exaa medunisa for the 
action of these chemotherapeutic agemi are not ahwyi known. 

Despite advances in the fieM of cancer and leukemia treatmeno the letting therapies 
dateaiendiationandchemotheraRyurfbonemarwwtnnsplanti Chemotherapeutic approaches 
« ad to fight cancer, that are particularly aggressive. Such cytoddal or cytoaaie agent, work 
bes, on cancen with large growth fi«oaLe.. one, whose celUaie rapidly To date, 

honiwne^ in ptttieular estrogeiv p«,geaerone and testoste™*. «rf 
* v«tay of micnbe^ alkyteing agents and antwnetawUie^ 
toooGOloiistt. M«"llycy,o«oxk agent, that have spoofldty to leukemia. c«^ 
w«tfW not aftctingnonnal cell, would be extremely detinblt Unfermnately. none hr« been 

and inae«l agentt which target e,pecially npidly dividing celb 0^ 
hive been oed. 

Clettly. the development of material, that would target cuoer or leukemia ceU, due to 
some uniipie qwificiiy Ibr them would be a taeakihreugh. AUnatively. material, that were 
cytoioxie to leukemia or cancer cell, while exerting mild efbeu oo oonnal cdb would be 
toirable. Therefae. i^U an oJ^ject of this inventioo to provide, pharmaeeotiealcooposi 
u effecth* in tieming leukemia with mild or no eflte, on normal Wood ceU, 

More specifically, it i, an obiect of thi, invention to provide a compoiition csmpiinng a 
pharmaceutical carrier and a grinoAihon a, defined herein along with a method for treating 
cancer, leukemia and ramon. 
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-n^e use of gnscoiuJvin in combinauon with other chemotherapctic agents which are 
cffccuve ,n destroying the ruxnor is a novel o^thod of treatment Gr^scoiy vu, can also be used to 
treat viral infections in the presence of a potentiator 

SUMMAR Y OF THF rvvENTIQV 
A phannaecuucal cocposiiion for trtaunem of ma«„^ ^ ^ 
blooded anunal, humans, which arc affected by .eukenua comprising a phannaceuuca, ca.r,er 
and an effective amount of griseofiilvin. Griseofiilvin has the fonnula: 

OCHjo 



CH3O 




ceils in 



These compositions can be used u, inhibit the gnmth of leukemic 
imnans or animal, by admin««ion of eflfaetive amount either onUy tecaily 
u>p.cally or parcntenlly. or intravenously. The* compositions do no. significamly affec, health^ 
cells. 

Potentiaton can also be usol in combination with piseofUvin as can chemou™ 

" agents. 

A. DEFDimONS: 

^ the term 'comprisinr means vaiim components can be conjointly 

cnplqi« dm the p h a ni hk ^w kalcompoBtion of this invention. Acconiitt(ly, the tenns 'consisiing 
e««itfly or and -ctiMjainf oP are embodied in the term comprising. 

As used herein, a "phttaaeeutically acceptable' amiponeni ii one thai is sui^^ 
with hmoBtt and/br aniB.1, withow undue diverse «de eflteu (such as toxidiy. 
allergic lespoose) commensume with a reasonjd>le benefit/risk ntio. 

As used herein, the term -safe and eflfeetive amount- reftn to the quantity of a component 
wfcich is stdHdem to yield . demred therapeutic lesponse wit^ 

» toxicity, iniiuioa. or allergic response) commensurate with a leasonable benefit/risk latio when 
used in the manner of this invtmioa The specific "safe and efltaiv. amoum" will, obviously. 
v«iy with ax* fiKton as the particular condition being titated. the physical condition of the 
iwient. the type of mammal being treated, the durati n of the treatment the namre of concurs 
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therapy (if any), and the specific formulatioos employed and the smicturt of the compounds or its 
derivatives. 

As used hemn. a 'phannaauUcal addition saJu" is sait of Uie anti-leukraia compound 
with an organic or inorganic acid. These pofared add addition salts are chlorides, bromides, 
5 sulfates, nitrates, phosphates, sulfonates, fonnates. tanntes. maleaies. malates, citrates, benzoa.es. 
salicylates, ascortates. and the like. 

AS used herein, a 'phannaceatical canier" is a phannaceuticaUy acceptable solvent, 
suspending agew or vehicle for delivering the a«i-l«akemiaagem to the a^ The 
earner n«v be liquid or solid and is sdected with the plwined nianner rfadnu^ 

As used heitin. "cancer- or -leakemU' leifen to aU type, of cancen or neoplasm or 
tnalignant disease which attack nonnal healthy blood cells or bone mmow which produces blood 
cells which are Cnind in mamttn iT 

As used herein, -viruses' includes virusa which cause diseases in warm blooded animals 
including HIV. influenza, rhinoviniscs. herpes and the like. 

As used herein, 'giiseoftilvin' means 7<a»loro.2'.4.6.trimethoxy.6Hnethylspiro 
n«>zofi«n.2-(3H).lH21cyclohexene|.3.4'Hlione. I, i, an antibiotic substance pnrfuced by 
ptnidiliym gristofithntm 

As used herein 'pocemiitors' are materials such as triprolidine and its ds-isomer which 
art used in combination with griseoftiMa I^«miaiofs can suppress the immune system or 
enhance the effectiveness of the dntfs. 

As used herein "diemochcrapeutic agents" includes DNA-inicfactive Agents, Andme- 
taboUics. Tubulin-Inieractivc Agents. Hormonal agenu and others, such as Asparaginase or 
hydroxyurea. 

Bl giuseofulvin 

23 GriseoAiMn has the following stnicntre: 

OCH30 



CH3O 



15 



20 




It is prepared according to the method described in U.S. 3,069,328 isnied to HockenhuU 
(1962) and U.S. 3,069,328 issued to Dorey et aL (1962) 
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C. CHEMOTHERAPEUTIC AGENTS 

The chemoU^cnpcuuc agents « generally ^ DNA-u,ter3cuve Age«,. 

Anu»«3boU«s. Tubulin-lmenoive Agenu. Hon«,n.i agenu and «he„ such as Aspanguuse or 
hydn^yunu. Each of the groups of chen«i«ape«ic agenu can tc ftanher div^^ 
activity or compound TT« che««he„po„ic agems „s«l in combinauon wiU. ghseofulvin 
mciude Of all Of these gn«^ For a deuiled discu«ion of the che„.o.her,P«uyc agenu 

«d theu n«hod Of adminisiraboa see Dorr. « .1, Cancr Ck.^U.^apy Ha.>^ook. 2d edition, 
page. 13-34. Apple«,n A Unge (Connecticm. 1994) he,«a i^rv>^ by referenc 

DNA.I«e„aive Agems include the aikylaiing ,^ cisplaiia. Cyclophosphanude 
Altmamine; .he DNA suand4„cakage .gems, such a, Bton^; ^ 
topoison^ase n inhibitor, e.g.. D«^^ ^ ^ 
^pcison-erase D inhibitor such a. Etoposide and Teaiposde; and the DNA minor g«ove binder 

TT« alkylating agenu form covalent chemical adduct, with cellular DNA RNA. and 

pro«u. molecule, and with smaller amino ««1.. glutathione a«lsi^ Cene,^ 

«»«e alkylating agea, reaa with a nucl«^ atom in a ceUular constituent 
«rtx«yUphosph«e.«dfl,yd,y,g„^i,^,^p^^^^ ^ 

-•echani^n and the role of these .lkyl«ing agena in cancer thenipy U ^ 
Typical alkylating afents include: 

Nitiogen nmstard,, «Kh as Chlorambucil, Cydophcsphamide. Isofamide. 
Mcchlofcthaminc Mdpbalaa Uracil mtistanl; 
Aririitine «di u Thioicpa 

mctbanesulpboQate esien Aich as Busul&n; 
nitnw oitM. such as Canmisdne, Loi^ 
Ptennm coniplexes. such as Cisplatia, Caiboplat^ 

bioraluctivc aftylator. such as Mftomycin. and Procaibazinc. D«rt>azine and 



DNA soaadteakin«agems include Bkomydn; 
DNA topoiaonense U inhibiton indude the following: 

^M«al«ton. such as Amsachne. Dactinomycin, Daunonibidn, Doxorubicin, 
Idanibsdn, and Miurantxone; 

no&intercalaton, such as Etoposide and Tenipod^ 

Tlie DNA minor groove binder is PUcanyda 

TTic aminetaboUtes interfere with the production 
two nujor mechanisms. Some of the drtip inhibit production of the deoxyribonucleoside 
triphosphates that are the immediate precursors for DNA synthesis, thus inhibiting DNA 
repUcaU a Some of the compounds are sufficiently like purines or pyrimidines to be able to 
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substitute for then, in the anabolic nucleotide pathways. Ttee analogs can then be substituted 

into the DNA and RNA instead of their normal onmterpam. The antimetabolites useful herein 
include: 

foUte antagonists such as Methotrexate and iriinetrcxate 

pyrimidine antagonists, such as Fluorouracii, Fluorodeoxyuridine, CB3717. Azacitidine, 
Cytarabine, and Floxuridine 

purine amagonisu include Mercaptopurine, ^.Thioguaninc. nudarabine, Pcntostatin; 
sugar modified analogs include Cyorabinc. Fludarabinc; 
ribonucleotide reductase inhibtton include hydroxyurea. 

Tubuiin Interactive agents aa by binding to specific sita on tubulin, a protein that 
polymerizes to form ceUular microtubules. Microtubules are critical cdl structure units. When 
the interactive agents bind on the protein, the ceU can not form micTotuW Tubulin Interactive 
agents include Vincristine and Vinblastine, both alkaloids and Paclitaxel. 

Honnonal agents are also uieftU in the ireatmcM of cancen and nmiori. They are used in 
hormonally suscepul)le tumon and are usually derived torn namral sources. These include: 

csuogcai conjugated estrogens and Ethinyl Estradiol and Diethylstilbesierol, 
Chlortrianisen and Idenestrot; 

progestins such as Hydroxyprogcsterone capioate. Medroxyprogesterone, and Megesirol; 
a«J«>«ws such as testosterone, testosterone propionate; fluoxymesterone, 
20 metfayltestosterone; 

Adrenal corticosteroids are derived from namral adrenal Cortisol or hydrocorti^ They 
areusedbecaiseoftheirantiinflammatofybeijefitsasweOasiheabi^^ mitotic 
divisioiis and to hah DNA syiuhesi^ Ttec coinpounds include. Prednisone, Dcxamethaa 
Methyipred m i ote n e , and Prednisolone. 

Irtitin i iift g hormone rdcasiag hormone a«ents or gonadotropin-releasing hormone 
are oaed primarily the trotmentttf prostate cancer. Tbese include leuproUde aceute 
foneiin acetate. They prevent the bioiyntbesis of steroids in the testei 
Antifaoraooal antigens indudr 
antiettrogenic afents such as Tamoiifcn, 
uuiaodrogen agems such as Flmamide ; tp4 
antudrenal agems such as Mitoiane and Amiaoglutethimide. 

Hydroxyurea appears to aa primarily through inhibitioo of the enzyme ribonucleotide 
reductase. 

Asparaginase is an enzyme which cooveru asparagine to oonftmctiofal aspartic acid and 
35 thus blocks protein synthesis in the mmor. 
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D. POTENTIATORS 

■n>e -poieiitiaton' can be any materiai which improves or increase the efficacy of the 
pharmaceutical composition or acts a, an immunosuppressor. One such potentiator is triprolidine 
and .u cis-ison^r which are used in combination with the chemotherapeutic agents and the 
gnseofulvin. Triprolidine is described in US 5.114.951 (1992). Anod«r potentiator « 
procodazole. lH-Benzim.dazoIe-2-propanoic acid; I6H2^«nzimidazole) propionic acid 2<2- 
caxbaxyeihyDbenzimidazole: propaalj. Procodazole is a non^c active immunoprotective 
agem against viral and bacterial infections and can be used with the compositions claimed herein. 
I. u effective with griseoftl vin alone in treating cancers, nunors. leukemia and viral infections or 
combined with chcinothcrapcutic agents. 

Propionic acid and it, salu and ester, can also be used in combination with the 
phaimaceutical compositions claimed hereia 

Antioxidant vitamins such as viumins A. C and E and beia<arotene can be added to 
these compositions. 

13 £• DOSAGE 

Any suitable dosage may be given in the method of the iavemion. The type of compound 
and the canier and the amount will vaiy widely depending on the spedes of the warn blooded 
animal or human, body weight, and the type of cancer or mmor or viral infection being treated. 
G««nUy a dosage of between about 1 millignm (mg) per kilogram (kg) of body weigta 
«000 mg per kg of body weight is suitable for either the giiseofiilvin or ti>e chemotherapeutic 
agent P«fi«blyftom 15 mf to about 3000 mgflcg of body weight is used Geneially. the dosage 
in o«, i, iow« than for small wann blooded mammil, such a. mice. A dosage unit may 
conw a singteqaipound or miwuiw thereof wi^ 

Gonpoaadi. Tlie doBge unit cm aljo comprise diluems. extenders, earners. Upos>mes and tiie 
m. "Hie tmka^y be in soUd or gdftra such M pills, tablet! eapsBia and the like w 
faa, nitabie fcr onl. leetil. uipiai. ianavtnous injeotoo or paicaieial administration or 
iajeoim imo or around the bone manow. The range and ratio of griaeofldvin to 

dMWherapeutic agem will depend on the type of cancer or mmor being treated and the p^ 
^'"'''''liieiapeutic agent 

30 F. DOSAGE DELIVERY FORMS 

The cheaoihenpeutic agents, griseoftilvin and. optionally, the potentiaion are typically 
mixed with a phannaceutically acceptable oilier. This canier can be a solid or liquid and the 
type is generally chosen based on ti>e type of administration being used. Tlie active agem can be 
•administered in the form of a tablet or capsule, liposome, as an aggl meraied powder or in a 

35 liquid fonn. Examples of suitable soUd earners include lactose, sucrose, gelatin and agar. 
Capsule or tablets can be easily formulated and can be made easy to swallow or chew, other solid 
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fonns mclude gnnul«. and bulk ponders. Tablets may conuin suable binders, lubrionis. 
diluents, disintegrating agems. coloring agents, flavoring agents, flow-inducing agents, and 
melting agents. Examples of suitable liquid dosage forms include solutions or suspensions in 
««er. phannaceuUcally acceptable fats and oils, alcohols or other organic solvents, including 
esters, enwlsions. synips or elixirs, suspensions, solutions and/or suspensions reconstituted from 
non-effervescem granules and eflervescent preparations reconstimted from efferrescent granules. 
Such liquid dosage forms may comain. for example, suitable solvents, preservatives, emulsifymg 
agenti suspending agents, diluents, sweeteners, thickeners, and melting agents. Oral dosage 
forms optionally comain flavoranu and coloring agents. Parenteral and intravenous fonns would 
also include minerals and other materials to make them compatible with the type of injection or 
delivery system chosen. 

Specific examples of phannaceutieal acceptable caniers and excipiencs that may be used 
to fonnulate oral dosage fonns of the present invention are described in U. S. Pat No. 3.903.297 
10 Robert issued Sept 2. 1975. Techniques and compositions for making dosage fonns [seM in 
the present invention are descn-bed in the following references: 7 Modem PMHn«>..H^ Chapter, 
9 and 10 (Banker & Rhodes. Editors. 1979); Liebennan et al.. Phannaceutied Do«,. r.n.y 
lablSts (198 1); and Ansel. Intfwiwtion to Pharmaceutical rv« pe Foni« Ind PAUinn (1976). 

C METHOD OF TREATMENT 

The method of treatmem can be any suitable method which is efifective in the treaiment of 
the panicutar cancer or nimor type being treated. Treatment may be oral, rectal, topical. 

Paiemeial or intravenous administration or by injection into the mroor or cancer. The method of 
applying aa eflteive amount also varies depending on the leukemia. canOT 
treated, tt i« bdicved that parenteral tieataem by intravenous, wihnitaneous. or intramuscular 
tffOatm tt the griseoAilvin. fonnulated with an appropriate earner, additional cancer inhibiting 
ooovnmd or c nuipo u n d s or diluent to &ciliiaie application wiU be the prcfetied method of 
a rfminiitrri ng the compounds to warn blooded animals. 

I« addition to the use of chemoiherapeutic agentt and poientiaxora; griseoftiMn can be 
conbiaed with flmgicidea. heAiddes or other antiviral afcnts. Prcfened herbicides and 
ftmgfcides include carbendazim. fluoconazole. benomyl. giyphosate and propicodazole. 

Example 1 

In an acute HIV in vitro model, griseoftilvin inhibited viral rq)licatioa by 98% at 
lOnc/ml with a therapeutic index of 5.3. ATT. a known HIV dreg, also inhibited viral replication 
by 9«% at l|ig/ml with a therapeutic index of 12.500. The therapeutic index is the ratio of toxic 
dose of drag to efflca c ious dose of drag. 
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Example} 

In an in vivo mouie study for meianoma fBlfii «<^a u . 
luivival time reU.n- . «««i»ma (BI6). gnseoftiMn showed an increase in the 

192%, wiowea an mcrcased survival me of 

10 

Example 4 

In an in vim, ««e«ing for Rhinovin«. rypc A-l. «U line WIOS 
effective at 100 MirmL The . • «« une wios. gmeoftilvia »as 

^'^^ «f Abbot CompMiy (S SVI 2^«r3. 
n«l»xy.2.beiBinudaa,lyl).U-«hanediol A.36M3 ha. . • ^^•^>^'^-*>^^ 

" 1. 113-116(1972). <^Schtochere.aJ.^;,M,rfA«cn,„^^,^^ 

Example 3 

^ MCC^ M*„ « pta .OS ^ ^ ^ 

paucillin/streptoniycin. Within 4 houn. ihe<e « 
iO f — . w ^ «i>«laaically disasMciaied with 

«»»n.fon«rf«l«ughNd.lOOaainleaaeelnieriLih™.^-i, ^ «««>ciaiea with 

wiU. McCo,. n^ediun. a. dac^ 

« obuined by «.nd«d^^r^Tr 

"•^^louiuii of p««v«n*ftee heparin per nrf. of laalip^^ ^ 
«»«ft^«130x|lbfI0nu«m.the«ll,a«h«v.«-*J^^^^ 

' l-"10Hl«i«rtv«edeJ3tr!^^^^'^^ 

—wviiea cur lenuL The viabiljiy ot aU supeasioos is determined on a 

"■o^J^OBWer wiifc «i>pm blue. 



15% beJ'!!!!!^"^^ 
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I ■ "TT " WUH 

^-^e^teste^bcontpound is added ^ 

'^--o.d.yUft.ccun.in.of.ben^^ The nu-be, of „.onie. 

«to«e. fen«d in the 3 contnl pute. and the percem c^^ 

compound can be estinut^L P««ive „ntto, pUte. a« «ed to detennine survival «e 
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Orthosodium vanadate at 200 ^g/ml is used as the positive coatrol. If there is <30% colonies in 
the positive control when compared to the untreated control, the test is evaluated. 

At concentration of 0.3 and 5.0 ^g/ml in a single dose experiment griseofiilvin was noc 
effective (0/1) against mmon in this test At concentration of 30.0 ng/mi in a continuous exposure 
experiment griseofiilvin was effective against colon, lung, non-small cell, and ovarian cancen . 
Over ail 5 of 6 had £50% survival. 
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2. A ph^ucal „„po«.„„ wonting u. Oai™ , coo^h.^, . poe„ua«,r. 
3 A phanMc«ttieal composition hording to claim l «d 2 

Aidwaunc. B.eo«vri„ n A3p«guu«. hyd««yu«. Cisplatii, Cydophosphamide. 

iesortiiijn)ctaiiBil.2.3.4.5or6. 

«r ««i-f infcctioB, in «^ btaxW a 
nf 10 dan. 1,2, 3. 4. 5. or 6. 

««u do«ge »a.po«io. Ibr .«tiag vW iirffction. in aninuU or hunua. con.pri«ng a 
10. A'^»««««econ,«itionlbrtr«mg««roriuB«,in 



ATENT COOPERATION TREA'i 



From ihc INTERNATIONAL SEARCHING AUTHORIIT 



To; 



THE PROCTER & GAMBLE COMPANY 
Attn. REED. T. David 
5299 Spring Grove Avenue 
Cincinnati. Ohio 45217 
UNITED STATES OF AMERICA 



0L6aM^( €caM:c.l 0^/-Z<JjL 



PCX 



NOTIFICATION OF TRANSMITTAL dt-. 
THE INTERNATIONAL SEARCH REPORT 
OR THE DECLARATION 



(PCT Rule 44.1) 



Oiu of maiiing 
( dayimonthlyear) 



20/02/1997 



Applicant's or agenft file reference 

5784/AA 



FOR FURTHER ACTION See p».«,«ph. 1 «d 4 belov. 



Inurrniiionil appticalion No, 

PCT/ us 96/ 12475 



InLernaiionaJ filing due 
( day f month, ytar) 



30/07/1996 



Appltczni 

THE PROCTER & GAMBLE COMPANY 



I . (Xl The ipplicani hereby notified ihii the Inler national Search Report hai been csiabliihed and is tiwimilled herewith, 
ruine of amendments and sutemcac under Article 19: 

The applicant ii eniitied. if he lo wiihes. to amend the claims of the IntemuionaJ Application (see Rule 4«): 

"T.*c^°' »mendmenu is normally 2 months from the date of transmittal of the 

Intemauonal Search Report; however, for more details, see the notes on the accompanySnfi^ 

Where? Directly to the International Bureau of WIPO 
34. chemin des Colombeties 
1211 Geneva 20, Switzerland 
Fasdmile No.: (41-22) 740.UJ5 

For more detailed instnictioas. see the notes on the accompanying shceL 

□ no dednoi. hM b«n m«le yti on d» protot; Uit ippliewi wW be ncOM u .ooa u a dcdiion i. nude. 
«. Further ictioa(t^ Tht ippfieuu i» rtraindrt of Un fotowim: 

Pfiorit/diim. mm^^lZSS^^iSS^^'t!:!^ ofmMnw^ of (ht inunuiion.1 tppUalion. or of the 



— ■ — ■ — MwiMHHoaa puDUEauon. 

WttJan I» mooihf froni the arierto ■«.— • ru,,.. »_ ^..^ , ... 

wuhe. to ponpone ihi^iJ^S^;i2!Sf!5 " 

po«po« the emry BIO ihe ph.,, UMI JO iwmthj from ihe priority diue (in 

*S5^e".irn^nl::rorK5t;^^^ «» the ph«e 

priority o, could not b, .t^^ Sy ^ E^^TSl^L;" ""^^ " '"^ 



N «meind m illing .ddren of the lnt.rnuion.1 Sewehinj Authority 



Authorized offioer 

Maria Van der Hoeven 



Form PCT/ISA/220 (January 1994) 



. ATENT COOPERATION TREA-k 

PCX 

INTERNATIONAL SEARCH REPORT 



AppticAni x or igeni'j fiie reference 

5784/AA 


FOR HJRTHER ^« NouHcjuon of Trwimiiui of Inirrnaiioni] Se»rch Rcpori 
ACTION * PCT/tSA/220) « wciJ «. where appiic^bic. it^m 5 S^low. 


InierniuoniJ ipplicaiion No. 

PCT/US 96/ 12475 


Iniernuionil filing <i^it(<iaylmonth{year) 

30/07/1996 


(Earliest) Priority Due (day /month; year) 

03/08/1995 


THE PROCTER & GAMBLE COMPANY 



I1Vh?^J?*'T".*^.^^"^*'*' ^" P^P*'"* *'y Inierr»»uon»l Searching Authority «d ii 

according lo Arude 18. A copy ti being transmitted to the I nierniiionaJ Bureau ^ ^ 



uaxumiticd to the applicant 



This InternauonaJ Search Report consisu of a totaJ of 3 iheeti. 

LxJ It is also accompanied by a copy of each prior art document cited 



in this report 



1. Q Certain cUims were found unsearchable (see Box I). 

2. Q] Unity of tnvcntioB is laddng (see Box II). 

I I filed with the iniemuionaJ applicaiion. 

□ furnished by the applicant separately from the bitcrnationai application. 

Q b«tnot«ocompinjedby»tt*umentiotheeneetihaiitdidnoiincMe 
mauer going beyond (he disdofure in the tnteraationaJ application u filed. 

n Traiucribed by ihii Authority 

4, With regard to the tkte, Q the u« U approved u nrt«mtied by the ippfanc 

[X] ihe uxt hax been estAfaUshed by this AuihorUr » rod a» roOows: 

USE OF GRISEOFULVIN FOR INHIBITING THE GROVTH OF CANCERS 



3. ^Viih regard to (he 



in 

□ 



t tm is a^ovid u mbniatd by Um ipplicuiL 



tetothul 
9n III. Tbf 
Sard! Report. 



^^^JKT*^ ^ Rub M^b). by this Authority u it appears in 
attMtnay, witNn one month from the dace of matUnc of this lattfniUonal 
coaumits to this Authority. 



6- The figure of the drmwing, to be published with the abttraair 

Figure No. Q u suggested by the applicant 

because the applicant faded lo suggest a ^gurv. 
Q figure better characxcriss the invention. 



I I None of the figures. 
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1 ^,^£H""''^JI9ii9'' SUBJECT MATTER 

IPC 6 A61K31/34 




AccofxHnt to Int.m.(ionai P.irm CU«ne«on (IPQ or to boch ruOonU dxmficaQon »nd IPC 
1 B. FIELDS SEARCHED " 





> lo Ux tntnl Out luch docunicnu ut .ntludcd in ttK Titldi lurdicd ' 



I lonu uKd) 



C. DOCUMENTS CONSIDERED TO BE RELE VANfT 



THERAPIE. 
vol. 22. no. 5, 1967. 
pages 1143-1151. XPG00617126 
E. HUANT: "Premieres experimentations 
climques de I'activite ant i -mi tot i que de 
la gnseofulvine en therapeutiaue 
ant i tumoral e." 
see the whole document 



□ 



Further docurocai *« luted in a» anftmucian of bac C 
* Spcdai caitgaria ofdtad docwsKna : 

^S!S^**?!?L*** M« of «>■ «« Wtitb U Dot 

iMiicii a QUd to *rT3SCTHif^Sl?r 

duaoo or oditr WMi^JSSJo 

11 February 1997 

Name aad Duilui| aO^tn o( the ISA 



Relevim to claim No. 

MO 



«JJJ^»*«nOBd tfM prind|i« or Awry iffi 

n iavtMiiv ttp «tn docim« if itkca atom 

^P?^ «mdnfd to n iavatfvt «« «bai die 
Amnnt a eo^atd vim MM flrnm odwn^dte^ 
wtm,mt^ c wnWnai kwbeagctfwcBitoapgMBifcilkd 

'A' dooMMBimanbcrof cfatsuBcpMtikiBiy 
DateofmaiUttgorifactacnattaiul i 
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